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(54) Fluoxetine hydrochloride for decreasing hot flashes 

, H 0cam pthodforde- male undergoing raloxifene administration by admin.s- 
(57) Thepresent.nvent.on,ncludesamethodford e flu0X etine to that female Another aspect ol the 

creasing hot flashes m a human female by ^.mstenng 8 pharmaceutical formulation comprising 

fiuoxetinetothatfemale. Another aspect ot the invention P 

■s a method lor decreasing hot flashes in a human fe- fluoxei.ne a 
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Description 

sweats which are vanable in frequency and severity, and may persKs -The Menopausal 

So. menopausal women w,.l expenence flashes f^^JSSi^ -anone year and 25 to 50% 
Syndrome ■ J Pre, Sac. Med., 28 108 1974). ^tSTTS a, 'Esuogen Rep.acemen. Therapy," Ote/e. 
, or greater than 5 years Judd, H L , Cleary, RE . <*™™^^ n djsabllng Gambre ,|, R.D Jr , "The Menopause. 
Gynecol , 58 267, 1981 For some ol these w ^ e "'' h *^^ steal , 37457, 1982. The standard therapy 

Benems and Risks o. Estrogen-Progeslogen "2^22^1^ women, unfortunately, are no. candidates 
.ora.leviat.ngthese symptoms •^"^J2SlV-^^^ rt,h,M ; 
to ERT therapy because such therapy-* "^^^ 

boembohc disease) Furthermore, this therapy, ^J^^SuS esSogens ^-estradiol and estrone. 
s,de-e«ects. poor ora. absorpt.on, and poor ^^^SL a. pLent and have been assorted I wrt 
10003] Non-hormonal alternatives lor hot-Hashes are exire v , ner apeut.c modalities at present in th. 
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of Serotonin in Vasomotor Instability". Del Med ^^W^ the inve st 19 ators also noted that -unpublished 
mechanism of act.on may be medated ^«2opS«^ 

clinical tnals w.th various seroton.nergic agents in m " no P^J™£ , ated tnrougn sero ton.n, it can not be predicted 
°H 48! . Thus, although the hot flash ^^^^^^SJ^ the inc^ence o. hot ..ashes, 
a pr^ whether a pharmaceutical that ,s classed a a ^ J^Sh» « a human female comprising admmis- 
rooosi The present invention includes a method for ^"""O no 

^m^^ti*^^^^ 9 ^^!^ «^hes in a human female undergoing 
pocJl Ano.her aspect o. 

raloxifene administration comprising administrating nuoxeiin 

hot flashes n a human female undergoing ra ' ox,,ene o ^^ tr s s°"- See eg ., U.S. Patent No. 4,590,213 Relative to 
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■ , n te a rhir ~. r p n t e r Thus, fluoxetine is enantiomeric, /. 
. IO oioi The carbon atom designated above w,,h an astensM)^ a oh.ral center! 

,5 e hal an *R" and "S" enantiomer. both o. which are shown below. 
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(R) enantiomer 



(S) enantiomer 



iooie.oramixlureenhancedwithoneenant.omer An ^"J^^ n , ofthepre8e ntmventbn is the use da raceme 

Xnd99 % ofme,ota.er^^ 

m .ureoram r ^ 

fea a s tS!by we,ght (R)-f.uoxetine and 1% or less f®*^"^ 8 and js known lobe eflect^e in 

[0 0121 Ralox,.ene hydrochloride l"*""'"^ Indeed, raloxifene was approved ,or 

has the following structure: 
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~ mnriun. thereof) and raloxifene hydrochloride, respectively, and 
drochlor.de (the racemate.. .nd.vidual enantiomers, or mixtures thereof) 

includes other salts and solvates thereof _ flu0 xet.ne that is capable of decreasing hot 

day. and more preferably being .n the range bom abou 15 mg to « mgp y ^ ^ ^ whch „ 

[001 6] The term "effective amount of raloxifene refers to an amoura 

per day. and most preferably be.ng 60 mg per day )rom jncidences 0 , hot flashes 

M f^hes are typ-ca.ly associated with ^^ U < 2?^T^^ an oophorectomy has been performed 
menopausal women) but can also occur tn non-nrfwa settmgs a* _ h 

A human female "undergoing raloxXene > adm,n si rat on inventK)n may anse locally in cases o, 

10019] The need for the inhib.tion of bone los ^ * e ^* ? may als0 ar , se ,n cases of systemic bone d.s- 
Le fracture, defect, prosthesis and other forms of cancer, bone loss 

ease, such as osteoporos.s, osteoarthritis Paget ^»e^e. mu nip y |qss Qf bone mass 

resulting from side effects of other ^r*T*^ those deta.led ,n US. Paten. No 's 4,418,068 

[0020] Ra.ox,.ene may be made by cstabhshcd P^^"^*^^. Fluoxstlne . as a racemic rrvxture, may 
and 5 629,425, the teach.ngs of which are ^^^^"^ No.'s 4,314,081 and 4,194,009, the 
a,so be made by established procedures. tSSSLti pure, md.vidual enantiomers ol fluoxetine may 
teachings of which are herein incorporated by re e ence Suosta , MP ^ q| m are here)n 

bepreparedby ^P^^^^SS^ ateo Robertson eta,. J. Med. Cham., 31.1412-1417. 
incorporated by reference, and references cited therein See also, ho 

1 988 for a synthesis of (S)-fluoxetine fluoxetine, or fluoxetine and raloxifene for admin- 

[0021] Pharmaceuflcalformulat^ 

istration w.ll generally include an eflecttve amoun ^^J^^^ftK^. wrthout raloxifene, are taught 
inacWrttontoapharmaceuticallya reference . Formula tions containing 

,n U.S. Patent No. 4,1 94,009, the teac : ings of ^™ ^SJE, European Patent Application 95/301291.1, 
raloxifene, without fluoxetine, are taught in US Patent no «.<ho. 

the teachings of which are herein ^°[ a ^~^ iof paremera l administrate, including water, sahne. Ring- 
[0022] Suitable exciptents include most earners ethanol , g | ycerol , albumin, and the like. These 

Li.on.Hank'ssolut.on.andso^ buffering agents, sur- 

compositions may optionally include -J^^T^S^ may also be del.vered in an lonto- 

factants. and other accessory additives ^^^^^ administrate may be found ,n E W. Martin 



so [0025] 



55 



Formulation 1 


Gelatin Capsules | 


Ingredient 


Quantity (mg/capsule) 


Fluoxetine 

Raloxifene 


0 1 - 1000 
0 1 - 1000 
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(continued) 



Formulation 1 


Gelatin Capsules 


Ingredient 


Quantity (mg/capsule) 


Starch, NF 

Starch flowable powder 
Silicone fluid 350 centistokes 


0 - 650 
0-650 
0- 15 
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[0026] 
[0027] 



The .ormu.a,,on above may be changed in compliance ^ the reasonab.e vanatons provded 
A tablet formulation is prepared using the ingredients below 



Formulation 2 



Tablets 


Ingredient 


Quantity (mg/tablet) 


Fluoxetine 
Raloxifene 

Cellulose, microcrystalline 
Silicon dioxide, turned 
Stearate acid 


25-1000 
25- 1000 
200 - 650 
10 - 650 
5-15 



The components are blended and compressed to forrr ita blets. 

I lie uuihk _u ^toimnn 9 5 - 1000 mq Of 
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Formulation 3 


Tablets 


Ingredient 


Quantity (mg/tablet) 


Fluoxetine 
Raloxifene 
Starch 

Cellulose, microcrystallme 

Polyvinylpyrrolidone 

(as 10% solution in water) 

Sodium carboxymethyl cellulose 

Magnesium stearate 

Talc 


25-1000 
25- 1000 

45 

35 
4 

4.5 
0.5 
1 



SO 



ss 



follows: 



Formulation 4 


Suspensions 


Ingredient 


Quantity (mg/5 ml) 


Fluoxetine 
Raloxifene 


0.1 - 1000 mg 
0 1 - 1000 mg 
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r Formulation 4 


Suspensions 


Ingredient 


Quantity (mg/5 ml) 


Sodium carboxymethyl cellulose 
Syrup 

Benzoic acid solution 

Flavor 

Color 

Purified water to 


50 mg 
1 25 mg 
0 10 mL 

| qv 

qv 
5mL 



An aerosol solution is prepared containing the fo.low.ng ,ngred,ents 
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Formulation 5 


Aerosol 


Ingredient 


Quantity (% by weight) 


Fluoxetine 


0 25 
0 25 
25.75 
70 00 


Raloxifene 


Ethanol 

Propellant 22 (Chlorodifluoromethane) 



wrth the remaining propel.ant The valve units are then fitted to the conta.ner 
[0034] Suppositories are prepared as follows. 
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Formulation 6 1 


Suppositories 


Ingredient 


Quantity (mg/suppository) 


Fluoxetine 
Raloxifene 
Saturated latty acid 
glycerides 


250 
250 
2,000 



mold of nominal 2 g capacity and allowed to cool. 
[0036] An intravenous formulation is prepared as follows. 
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Formulation 7 


Intravenous Solution 


Ingredient 


Quantity 


Fluoxetine 
Raloxifene 
Isotonic saline 


50 mg 
50 mg 
1,000 mL 
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ZJ>^-m m a satfa oomposw- » M '^ d ™*ti7S « «» day lo one week In a 

L^llU. tatting eo.co.an.oo. - "^^ST.*.^ :t?3L * « » n«o.. ana 

[OMOl The preoso dosage necessary will yary ««!> ll» a g e .m .<mm worn aeIemWd „, me on 

per day. and mos. prelerably being 60 mg perday ^ ^ ^ g complete dlsclosufe 

scope of what the inventors regard as chnical tria , These women are either 1) naturally menopausal, 

as illustrated below: 

Group 1 Fluoxetine (20mg racemic mixture QD) + Placebo 
Group 2: Placebo + Placebo 
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(olp 4V This oao,..sa Bdealaa me aniu, 01 the Invent 
Claims 

<s , Ause c«e,or^ 

2 The use accord.g to Calm 1 where the fluoxetine ,s a racem.c m.xture of fluoxet.ne hydrochtoride 
3. The use according to Claim 1 where the fluoxetine is substanflaHy pure (BH.uoxetine hydrochloride. 

50 4. The use according to either C.a,m 2 or Cairn 3 where the human temale is menopausal 

raloxifene administration. 
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raloxifene is raloxifene hydrochloride 
8. The use accords ,o Claim 6 where the tluoxetme ,s substantia,* pure (R)-t,oxet,ne hydrcch.nde and the 
raloxifene is raloxifene hydrochloride 
5 9 . The use accord,ng to either Cla-m 7 or Claim 8 where the human lemale >s menopausal. 

10 The use accordmg to e„her C.a.m 7 or dun 8 where the human fema.e -s post-menopausa.. 
, 0 lt The use accord.ng to Cm 6 where the raloxifene adr— on arises ,rom the ex.stence o, osteoporos-s, or 
probable onset of osteoporosis 
„ A p.— i <>*«*» — - M «° " 3 0*™*"** aCCePBb ' e 

the raloxifene is raloxifene hydrochloride 

„. The «™ ««« .0 a*. . t — - — » — — ' - < B — n>tWCBI °" IM 
the raloxifene is raloxifene hydrochloride 

" „ T„. W » — «. 13 - — 1 - «_ M «M »« d — » »-» . » » 

25 to 1 .9 1 
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